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A X % 72138 B RO O3 5385k D 30mg/kg/
HUEOBETHETEROKTAASN, 7y bzeH
W72 R RE R OIS e~ DB A 3RER T
iE. REREI70H B o$ 512 £ 1) 60mg/keg/ HIEEIC B
WC, FEER, B ARER N OERRE T EOK
TOROSNTE DOWED DD,

T v M FHO2AER O AEMERE T, BlEONE
/g - RIS (B, e OVR &) O FLEEIE - /NB o
g - ERAMEORRE - BB o BYE K OB
JEHs - BE OFLEFENE/ R LR - Bt FLEEE -

AR IR b Rz (60me/kg/ HH%5-) . AR O FL
BEAT (30 % UN60mg/kg/ H #¢5-) D SEFIEIE D N3 A
SN OFEDRDH D, Tz, FFESMIHRL L LT,

L D PR OHEFR O FEBUBHEE OB IS 2 S AL 72 &
DIEND 5o

16. FEiENEE
16.1 MehiEE

16.1.1

RE#RS

(1) A 7 #1200, 400% U8600mg % H A& A D124
BRI I R (IR WL H 128 H 1 B AE
fEOG- L7z & &0 5 7TH HICIEE R IREIE
L. CmaxM OFAUCo-2lZfI e 5-01.1~2. 78
ol ¥51HH K U28H H GEHIKEE) o
FTAUZBWT E Cmax L AUCo-4ld 2 5= 2 1t
BIL., RNEIREIZHIECTH - 72V,

AN O 1@ BE 0% g (B YE) 11 R IR RS Lz s &0
LW BEHEI ST A — 5

b n Cmax AUCo-z Tz

IR #3H (ug/mL) | (ug-h/mL) (h)

200mg 1HH 0.735%0.149| 7.78+1.53 10.5+0.4
(3%1) 28HH 1.12+0.16 16.7+0.6 17.0+2.1
400mg 1HH 1.41+0.41 19.4+7.1 12.4+1.9
(3%1) 28H H 2.14+0.67 33.2+14.9 18.0+4.9
600mg 1HH 2.05%0.65 31.1+11.1 14.3£3.1
(6f1)* 28 H 3.94+2.52 66.1+40.8 18.2x3.4

X ERIRRET — 413501 [Pl + F i m2E)

(2) FHEL A OB Bl A IR BB 2 7 RV #I25
~1,000mg% 1H1E& %\ 1 H 2[5 TR
OG- Lz &, A ~F = 7 REIEH
ST7HHIZIXEFIREIGEL ., WEES L OES
RETOAUCITWI N HEG =LA L. KN
BEEIIHIECTH o 720
200, 400/% 1°600mg® 1 H 1o A #5128
VT, SEMEIEE NS A — &l H AR A T O
& ST o 72 (CRYEE$IE I ek 5 % A&GR
I RHEIZEME CLH600mg. BATH X &k
WT1H80mMmgTH 5)?,

(3) 1 7 WEI400mg = H A AN DY) A RE 1L s
BYEOKIT (CD117) By AL 2 i 2 e 55 8 %
WZ1H 129 H M SLE R 9% 5 L 72 (il 514
2HH K O3H Hi12/Kk3E) o Cmax M FAUCo-24
R G A R AR 5% T0.7~2.6f%5C
%07}:3'4)0

A AR N OIS B NEE S 121 01 ARRE 8 G- L 72 & & o3 E)RE <
7 A =% (FAS- %20 H R OB3H BI3KkEE, Day2913861)

w5E | m5H Cmax Tmax AUCo-24 T2
(ug/mL) (h) (ug - h/mL) (h)
400mg 1HH ]2.51+1.00|3.23+1.91| 34.7+13.6 | 15.5%1.9
9F1) | 29HH* |2.86+0.87(3.24*2.05| 47.6+17.0 | 20.0+4.9
¥ n=8 [Pl + iR 2]



16.1.2 E£MFHIFEZEM
(N A~2F=T$100mgl[ V7 IV ~]

[ LT [0 S 550 0> Bl 5 2 B D A g 5 1 () 56 1 3
BEAA N4 ] CPR244E2H29H S A%
0229%6105) 12 HD &, FILHFBAIOA ~F =7
$100mgl v 7 v b J& | IHLHF#EA D 4 ~F =
74E100mg ¥ 7 v b Vo ZFENnENn1EE (4 < F
=7 L TCI00mg) %, ZUALF—/N—=32LD
fEFE RS - 12 Z2 I IR B R A T 8 5 L C g ep
KA ZHE L7z 156 N/-38EhhE/ s
F X —% (AUC, Cmax) 2 WTCHEHENT 217>
ToAE G WH O LW SRR S 2,

FEDIHH A O A ~F = 75100mgl Y 7 v b 7

Ny 7 EE1I00mgL . b P ARG E LA A
BRI XU FSFEEEATER ST D,

(ng/mL)
600 r
-1 <Y F=7§100mg v 7 v b
500 100mg (n=19)
I 400 - mean=S.D.

0 6 12 24 48 72 ()

5 [
HEST A—F BHEINTA—F
AUCt Cmax tmax tz
(ng - hr/mL) | (ng/mL) (hr) (hr)
A ~F=7%100mg | 5873.68 496.77 1.92 12.85
[Y 27k +1410.49 +131.85 +(0.61 +1.50
(mean=S.D.)

IM4E A AL ONZAUC, Cmax@E 0785 A — & 14, HEE ORIV, Kilio
PRIUEIEL - RIS O RERS M & > TR BT D 2o
214 ~vF=T§200mgl[ ¥ 7 IV k]
[ 11 ] I 8451 o0 Bl )5 28 03 o0 FE W) 5 1 [R) S P 3R
BT A RS54 2] CPi2442H20H AR
0229%6105) 12 HD &, LA O A ~F =7
$E200mgl v 7 v b &, IHWFHEA D A <F =
T4E200mgl ¥ 7 v b o ENnEN1EE (L < F
— 7L L T200mg) %, ZHUAF—IN—={2LD
fE FE NS - 12 Z2 I IR BRI T 5 L C g vp
REACRIEEE 2 HE L7z &S -3y @hag <
F A —% (AUC., Cmax) |22V CHEFHENT 21T -
Tk, WO AR RISV R S I 7zb,
FE2) IHL 845 00 A ~ F- = 7 5200mgl ¥ 7 v b |« IR
BHIO A < F = 75:100mel ¥ 7 v b | & EEERIC &
0 RS TER SN TS,

(ng/mL)
1400
o p r
1200 | —— A X F = 7§E200mg v 7 vk
200mg (n=43)
1000 mean=S. D.
it
EE 800 r
i
JE 600
400
200
O L L L
0 6 12 24 48 72 ()
T[]
HEINT A =5 BEING A =4
AUCt Cmax tmax tu2
(ng * hr/mL) (ng/mL) (hr) (hr)
1 ~F=7§200mg | 13448.55 1046.74 2.36 13.17
[Y 27k +4207.45 +324.71 +(0.88 +1.50

(mean*S.D.)
MAE I ONIZAUC, CmaxZ /85 2 — % 1%, s 0B, Ko
PREUAI S - BRSSO BRS IR IC L » TR 2 HED D 56

16.2 TRIR
16.2.1 B[EES
71 7 IVH400mg % HEHER A BRI S- L 7z &
X DEYFIHFERIZ, 98.3%THh 727,
16.2.2 RiE#HS
AVELN O 1S E A S I 1 2400mg & 1 H 1A
FREOKSG L, E%REICBVTERIA L F
VIR L 723, 22 WEAR A & Ib#k L CCmax K O
AUCo24l3 A L7225, ZNEN15% K 7% DT
THY ., BERMICEEIZZS 2w eEEZ 589,
16.3 9%
A<F =70 MUEEANORK G TN vitroER
THIBUYTH Y . TIZT VT I v ko BEEEE G
EREA L. VREEHNORARIZEAEALN >
fclo.ll)o
16.4 X3
H AR N 018 A5 BT I 12 7 7 2 V#1200, 400
T U%600mg % 1 H 1A AR 3% 5 L & &, EAH
WTHHN-BiA T WAEDAUCo 24l 13K ZA D15~
23% T o 72V,
16.5 HEtt
16.5.1 A5
ARE AR A HC-IERR A ~ F = 7 (200mg) % H
OG- L7- e & #5 L2 g ieo80% 437 H
PIPNCHEM S, 67% 033, 13% DR IZEED 5
Nize S0 9 bREKIZHS- = D25% (20%I 3 3,
5%\ IR) Td - 7212,
16.5.2 RiE#HS
F AR 18 k8 Bl 1 99 BB 12 1 7 R V#1200,
400 '600mg % 1 H 1R BRI G- L7z & 2 D%
HIRBEIZ BT B RZAE D R HEE R (5.1 24 1
f)134.3~7.9%Td - 72,

17, BERRRE
7.1 BHMRORSIECET 5 HR
(742707 « PHREFBERMY >/ IR
17.1.1 ERICH T 3 5AEEICK EERTR

T4 T TNT 4 T RO EEYE ) o SR I

FHWE) ZRAGICER SN A Y F =T A OVERE

FEA AN BBV B B L A I e e

fRER21296.2% (77/80) T LAERFFHIMEA X M A

F2513260.026.1%. 14ERFHEIEFERIZT76.1+5.5%

TH o720 A9GNLIEFEFI S MR AEAL % fidT L

78,

TED P L2 X > (F60me AL O REBIZ 3§ % it )
WS ARG 0 7 aR A7 7 2 F1,200mg/m?* (¥800mg/
m?) % dayLIZ3IER A2 1 T BEIEET 2, ¥/ LED »
60mg/m*(*30mg/m?) % dayl. 2. 312 1HF [ 2 \F T 253
Bk 5. ¥ 7 ) 2AF ¥(VCR)1.3mg/m* (& K2mg)
#dayl. 8. 15, 22123 %, 7L F=v 1 »(PSL)
60mg/m*% dayl#* Hday2l (*day7) ¥ TS5 T 5. 1
< F = 7600mg% day87* Hday63 F THREIIH% L9 5, day29
I2AMMLFH— MMTX)156mg, ¥ % 7 ¥ ¥ (Ara-C)
40mg. 7X¥Y A% v (DEX)4mg# #hiET 5o
H [ & F 0 C1: MTX1g/m? 0 2415 [ #5 ¢ & 1F # dayl
1ZFEMY 5o Ara-C2g/m’(*1g/m?) % 128 [ = & 1241[a],
day2. 3I2EHET B AFINTL F=v1 »50mg#1H2lm,
dayl. 2, 3I2#EY 5. daylicMTX15mg. Ara-C40mg.
DEX4dmg# ®iiE ¥4 %, C2: 4 ¥ F = 7600mg % dayl 2*
Hday28 F T #% 5 3 %, dayl IZMTX15mg. Ara-
C40mg . DEX4mg#x §iiEd %, (Cl/C2% 144 7 vk L4
ATV KT )
HEFREEE 1 1) A ~F = 7600mg % dayl 2 Hday28 % THE
#4539 %, 2)VCRL.3mg/m*(fx K2mg) % day LIZf##HET 5o
3)PSL60mg/m*% dayl2» Sdayb T THRIHES-T 5, 1).2).
Dx1Ly b & L CEMBIER2E BT 5.0

TE2) M54 Complete hematologic response(CHR) :
TR OFEGHHM 2 [ 7,
I ER=1.5x10°/L. I/M=100%10°/L. ML O 3EERO,
P OIFER<5%. BEYMITRZ L



18.

RN EEIE

18.1 1ER#RF
1811 A ~¥F =7 WFFus ¥ F—PERHERTHY . in

18.1.2

vitrodEIZ BT, Ber-Abl, v-Abl, c-AblFa i
X —EEREMNET 2, W2, MUMRHE RN T
(PDGF) 25 R USCF 2B 6 TH 2KITOF 1 v »
FF -z HE L. PDGFRSCFR /¥ 5 HlEA
VT FRER HES 519, N-ii A T VAR 1
n vitroREEIZ BT, c-Abl. PDGFZ %K K OKIT
Fuy xS —EiEEE, REME L IZIZFAEEICHE
4B,

4 <F = 7IESCFHEIC L AKITFuy v FF—ED
WPEAL K ONGIST 2 HRAIIE 12 B8\ CITHE S L 7-KIT
FuyrRF—UiEEEZNENHE LY,

18.2 ber-ablBEFEHEMREX I GISTHICXT T 5. HIEM

FIERA I mIERIER

18.2.1 4 < F =71%. ber-abliEfz 13 AML & Ober-ablig

18.2.2

18.2.3

19.

22.

23.

iy

(EFFEBD B & N L 18 MAT % H M5 (CML) a0k
1) 2k G (ALL) Fo SRl oo a5 2 3 L 72 &
72+ in vitroiREE 2 B\ CTher-abli fz 7B MM i 12 of
L7R b= AFEEH %R L. CMLEOALLEE O
KA BRI > TV & vz oo = — iR T
12, ber-abliEfE T3 I 0 = — O & B#IRNAY 12 fHE
L f:l4'15'20727)o

A4 <F =71, ber-abliE{nFFEEMIE % B M L 723058
< ANZBWTC, OB S L 72,
4 <F =T, KITFOL v FF—E245 2 Miaks
A L, IR R E S (GIST) g H i oA
Jakghg = Ml L7ze F/20 A F =702 & iR
T (SCERAEMEITT R b — 2 AMEHIZHE £ 41, GIST
HRLIZ BT 5 78 b — 3 e L 721819,

B ICEET 2B{EFHFA
— TR A <~ F =7 A 2 OVEEEE (Imatinib Mesilate)
(JAN)

1b5244 © 4-(4-Methylpiperazin-1-ylmethyl)
-N-[4-methyl-3- (4-pyridin-3-
ylpyrimidin-2-ylamino) phenyl]benzamide
monomethanesulfonate
LR
@TAQ\ﬁ " JD
e \©( \W ™ N me-sost
0 o N
47T 0 C2oHaiN7O - CH403S
4T 0 589.71
PR ARRIIEHB~REO ) TWEEOMETH L,
ARAIKITBO THEITRL T T AT VAN KF
T RIZETRT L, XY = VIZReRBETRd <,
Ly 7 =) (99.5) IZHEITFIC (v
B 224~226C
B

A <FZT$100mg[¥ 7 IV k)
20%E[108% (PTP) x 2]

12042[108E (PTP) x 12]

(A ~¥F=T#200mg[¥ 7L~ ])
205 [108E (PTP) x 2]

FEXK

HANZBUT B3 EIRERE (7 ) Xy 7 51 7R )b 1 20014F
11H21 G, HRFEEMEZEAS)

AREI I BT 5 BB RERGRE (7)) Ny 7 5 7 )b 1 20014F
11H21HAGE, B ERMEEEA3)

H A DAL B RSS2 12 BT 2 S B RE s (27 1) Ry
75 7RV 20034E7 H 17T H AR, HREEREEAL. (1))

26

ENIZ BT 2 UIEARE - BRBMEGISTEE 10§ % 65 T AHER
REER (7)) Xy 7 7 7 )v 0 20034ETHITH KRR, HiEE
BHEZEE 1. (2)1)

FEPVERL - AR ESE R SR (1 ~ - = 7 $E100mgl v 7 v
M)

FEPVER - AR SRR (f ~ T = 7 $8200mgl v 7 )V
k)

HEWEEFIHER () Xy 7 5 720 2 2001411 H 21 H K
AL HEEREEAS. (1)1))

L MIBIFLEYERE (7)) Xy 79 7))L 0 20014E11 A 21
HARRR, FaEHEE)

AEORE (7)) Xy 77 7RIV 1 20014E11H 21 HAKFE, H
AHEREEEAS. (1)2))

MAEEHE & OfE (EEMHBESR) (FIRy 7T n:
20014F11 H 21 HARR, WG RHIZEAN2. (2)4))

MAEEREE & OFEE (ZF )Ny 779 7 8L 0 2001411 H21H
R HRHERMEEA2. (2)4))

SHELNZ BT 2 IR OCF R BEIRIEER (7)) Xy 7 71 Tk
v 20014F11 A 21 HARRE, HIRE AR 2EA3. (5))
Yanada,M.et al. : J.Clin.Oncol. 200624 (3):460-466
Fu T rFF—YiEM, Fa T s — P i
KRB Y 7 F MATEIZR 5 2B () Ry 72 5 7%
Vo 20014E11 A21 HAKRE, HH 35 e RIS AR 2)
Druker,B.J.et al. : Nat.Med. 1996;2(5):561-566
PDGFZAME R Nc-KitF a3 v FF+—¥ 2/ L/l
T FIMEZIIRT BVEH (7)) Xy 7 9 72 ) 20014E11 H
21 HARRR, HFEEHEE A2)

ERFOF O v FF—BEEITT AEH (7)) Xy &
B 7w 2001411 A 21 HARRR. B ASERHRZ RS, (2))
Heinrich,M.C.et al. : Blood. 2000;96(3):925-932
Tuveson,D.A.et al. : Oncogene. 2001;20(36):5054-5058
Carroll,M.et al. : Blood. 1997:90(12):4947-4952
Deininger, M. W.N.et al. : Blood. 1997;90(9):3691-3698
le Coutre,P.et al. : J.Natl.Cancer Inst. 1999:91(2):163-
168

Fang,G.et al. : Blood. 2000:96(6):2246-2253
Oetzel,C.et al. : Clin.Cancer Res. 2000;6(5):1958-1968
Kasper,B.et al. : Cancer Chemother.Pharmacol. 199944
(5):433-438

Verstovsek,S.et al. : Cancer. 2005:104(6):1230-1236
Kawaguchi, Y.et al. : Leukemia. 2001;15(4):590-594
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